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recipient cell expresses said sup/ressor of apoptosis, such that said r.in.w. 
. when infected with a vector Awri to arm*- . r r - trin 
expresses said recombinant yfafo at . higher 1^1 ^ m a t of a parpn , a] 
line, from which saiH r^ll ifa ^ 
derived. 



ffnprising said suppresso r of apop tosis j g 



7. (Amended) The insect cell line oflLm 1 wherein said recipient cell that, 
^ * sur^prof^o^ is aj/o^fected with a recombinant DNA for expression of. 



recombinant protein 



expresses saj d 



10. (Amended) A cell line comprising: 



a) a recipient cell wherein said recipient cell has been stably transfected with a first 
recombinant DNA expression vector comprising a recombinant viral DNA that 
encodes a suppressor of apoptosis such that said recipient cell expresses said 
O3 suppressor of apoptosis, such that .11 when ; nfprtpH „,;, h . „^ 

^ en ^ neered «" ^press a recombinant protein, exp ire*. c a(d recombinant r ^ 
at ahigher level than that of anarenral ,»U 1,^ from whirh ogiH „,„ 
comprising said .suppressor of apoptosis is fcrivo* 



IF*- 



(Amended) The cell line of claim 10 wherein said cell line that expresses 
.apoptosis is infected by a baculovinis and supports the replication of said baculovirus. 



26. (Amended) A method of developing a cd line containing a suppressor of apoptosis, 
comprising the steps of: 

|) a) isolating a recombinant DNA tha/encodes said suppressor of apoptosis; 

b) constructing a first recombma/oN^pression vector wherein said recombinant 
DNA is cloned into said Rrjf recombinant DNA expression vector such that said 
recombinant DNA is capable of being expressed in a host; 

c) delivering said first rec/Umant DNA expression vector into at least one host cell; 
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d) exposing said host cell to an inducer/f apoptosis; and 

e) selecting said cell lines from said/ost cell which survives exposure to said 
inducer of apoptosis, such that A* whftn inf ^ H „ 
e ntered to express , rpronjft VTO tein. ex^ w ^ binant nrn ^ „ 



a higher level than that , 



cell line from whinh 



comt 



jressc 



>tosis are derived. 



33. 



ft 




(Amended) The method of claim 32 wherein said cell line is derived from a pre-existing 
parental [insect] cell line selected from t^group consisting of: 

a) Sf9; 

b) IPLB-S£21; 

c) BTI-Tn5Bl-4; 

d) BTI-MG-l; 

e) Tn368; 

f) Ld652Y; 

g) BTI-EAA; 



h) any cell line derived from the cell lines listed at a) throng p above; and 

i) any other clll line susceptible to baculovirus infer.Hm, 



36 - (Amended) The method of J<fiQj6, 
apontosis is infers h y / baculov 



wherein said cell line that express^ said sup pr^cnr r>r 
by A baculovirus and supports the replication nf said baculoi 



)virus. 



Please add new claims 37-44, as follows: 



$ 37. (New) A baculovirus expression dlfor expressing a recombinant protein, comprising: 
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a) a baculovirus that has a functional p35 gene, and is engineer/to express a 
recombinant protein; 

b) a cultured cell line that is susceptible to infection by sXaculovirus, and is 
engineered by transfection with a first recombinant BNA expression vector to 
express a recombinant DNA that encodes a suppre&or of apoptosis, such that said 
recombinant DNA is cloned into said first recombinant DNA expression vector 
such that said recombinant DNA is capable of/ing expressed in said cell line; 



c) said first recombinant DNA expression vecti being delivered into at least one cell 
of said cultured cell line; and 

d) said at least one cell being infected by said baculovirus; 

e) such that apoptosis is inhibited, and sid engineered cell line expresses said 
recombinant protein at a higher level than that of a parental cell line, from which 
said engineered cell line is derive/ when said engineered cell line is infected by 
said engineered baculovirus thayncludes a functional p35 gene. 

38. (New) The expression system of c(aim 37, further comprising a second recombinant DNA 

expression vector comprising a reconjhinant DNA that encodes a selectable marker. 

39. (New) A method of developing a celltQontaining a suppressor of apoptosis, comprising 

the steps of: / 

a) isolating a recombinant DNA that encodes said suppressor of apoptosis; 

b) constructing a first recombinant DNA expression vector wherein said recombinant 
DNA is cloned into/said first recombinant DNA expression vector such that said 
recombinant DNA/is capable of being expressed in said cell line; 

c) delivering said first recombinant DNA expression vector into at least one cell of 
said cell line; / 

d) exposing sai/at least one cell to an inducer of apoptosis; and 
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e) selecting cell lines from said at least one cell which survives exposure to said 
inducer of apoptosis, such that said selected cell lines, wher/nfected with a vector 
engineered to express a recombinant protein, express said4combinant protein at 
a higher level than that of a parental cell line, from why& said selected cell lines 
comprising said suppressor of apoptosis are derived. 

40. (New) The method of claim 39, further comprising th/step of delivering into said at least 

one cell a second recombinant DNA expression Rector comprising a recombinant DNA 
that encodes a selectable marker. 

41 . (New) A method of selecting a cell line for expr/ssion of recombinant proteins, compnsmg 

the steps of: 

a) isolating a first recombinant DNA thai encodes a selectable marker; 

b) constructing a first recombinant xpression vector, wherein said first 
<1 / recombinant DNA is cloned into sai/first recombinant DNA expression vector, 
VJ- & such that said first recombinant d/a is capable of being expressed in said cell 

^ line; 

c) delivering said first recombina/t DNA expression vector into at least one cell of 
said cell line; 

d) exposing said at least one^ell contafepg said selectable marker to an appropriate 
selective agent; 

e) selecting cell lines, derived from said at least one cell, which survive exposure to 
said selective agent;' 



f) isolating a secon/recombinant DNA that encodes a suppressor of apoptosis; 

g) constructing ^second recombinant DNA expression vector wherein said second 
rccombmanybNA is cloned into said second recombinant DNA expression vector 
such that s£d second recombinant DNA is capable of being expressed in said cell 
line; / 
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h) delivering said second recombinant DNA expression vector into at least one ceU 
of a selected cell line which survives exposure to said selective agent; 

i) exposing said at least one cell to an inducer of apoptosis; and 

j) selecting cell lines from said at least one cell whicji ; survives exposure to said 
inducer of apoptosis, such that said selected cel/ines, when infected with a vector 
engineered to express a recombinant protein express said recombinant protein at 
a higher level than that of a parental cell lin/from which said selected cell lines 
comprising said selectable marker and sai/suppressor of apoptosis are derived. 

42. (New) A method of selecting a cell line fo^xpression of recombinant proteins, comprising 
the steps of: 

a) isolating a first recombinant DNA^at encodes an antibiotic resistance marker; 

b) constructing a first recombinant DNA expression vector, wherein said first 
recombinant DNA is cloned mt/said first recombinant DNA expression vector, 
such that said first recombinant DNA is capable of being expressed in said cell 
line; 

c) delivering said first recombinant DNA expression vector into at least one cell of 
said cell line; / 

d) exposing said at least yie cell containing said antibiotic resistance marker to 
selective concentration of an appropriate antibiotic; 



e) selecting cell lines derived from said at least one cell, which survive exposure to 
said selective concentration of said antibiotic; 



f) isolating a second recombinant DNA that encodes a functional baculovirus P 35 
gene; 

g) constructing /second recombinant DNA expression vector wherein said second 
recombinan/DNA is cloned into said second recombinant DNA expression vector 
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such that said second recombinant DNA is capable of being expressed in said cell 
line; 

h) delivering said second recombinant DNA expression^vector into at least one cell 
of a selected cell line which survives exposure toiaid selective agent; 

i) exposing said at least one cell to actmomycin-D; and 

j) selecting cell lines from said at least one cell which survives exposure to 
actinomycin-D, such that said selected cell lines, when infected with a vector 
engineered to express a recombinant protein, express said recombinant protein at 
a higher level than that of a parental/fcell line, from which said selected cell lines 
comprising said selectable markei/and said suppressor of apoptosis are derived. 

43. (New) A baculovirus expression system for expressing a recombinant protein, comprising: 

a) a baculovirus that has a functional p35 gene, and is engineered to express a 

recombinant protein; / 

/ 

b) a cultured Sf9 cell line that is susceptible to infection by said baculovirus and is 

/ 

engineered by transfection witlj^t recombinant DNA expression vector to 
express a recombinant DNA that encodes AcNPV p35, wherein said recombinant 
DNA is cloned hW said first recombinant DNA expression vector such that said 

recombinant DNA is capable of being expressed in said cell line; 

..,_// 

c) said first recombinant DNA expression vector being delivered into at least one cell 
of said cultured cell line; and 

d) said at least^one cell being infected by said baculovirus; 

e) such thaUpoptosis is inhibited, when said engineered cell line is infected by said 
baculovirus that includes a functional p35 gene. 
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